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(22-2586&) sK^-fc (1 - 2659&) . 

5 <£: (a)£3t-£-«i£ CLG SfiW^T. ##±J£«#4fcgR#-SWli±«llft; (b)M.«F* 
a+#l****CLGgaJSf£«l£tt. 

Wffi^&iUltt&StfHP, •fe-&*±»W^« : ff»4»^^» 10-800 

^MMm^®, nmr -nm®®.^ , ^m^±^mm.m^nmm clg 



S 1 j| CLG &tj RNA ^ii^o 
15 ® 2 S^T CLG cDNA ^AffFifSffflflfel SMMC-7721 ^^^ffiJ^ij^ffi. 3£ + S 

2A ^gS#X*BS(pCMV-Script) , &$&3r 56 , ffl 2B % CLG(pCMV-Script/CLG) , 

i3fi clg $t smmc-7721 mmmwumm Bi&Mjftffii&iRtoiGmwftm n . 

20 @ 4M^7$#&CLGg@B&rt£7irDNA(DNA ladder) ifeacffl. JS + S-ikiafc: 1. 

3fe£«#; 2. $t^p53 : 3. 3ft CLG; 4. ?M$jfcttflE[£, 5. ^7i^«. 

@5 CLG.ge^EJfeW SDS-PAGE S*. 1, Ifi^ft^i; 

2. pET32a-CLG ##jB^±?R; 3. pET32a @#*i^±ii; 4. pET32a-CLG ^faMP* 
5. pET32a^#^^^L^ 0 

25 

*2t983R/!!:*:8BSI cDNA £&&|feJti||lB. &&fcAW#P«ftUBfcl*B&±, gaff 

MfcSrfclSB. »—2N§SI±-fc cDNA £K. DNA ^Jft«ifeiiEiJ8, *«WW*WW*?b 

ttttsa^*a»(ffF*aiiia)ftwwi«!iJSK^wf^ffl. 3£«>*!i*>5o%. 

issue ^si^wfrSB, '6-^^A&oaiJ3fi^^i^ege^w 66% (557/837) i^anst, 

^RmtfimMfflMiffi&g; 6 (crooked neck, crn)W 41%(157/375) Jgll^ffijiffl 
IS^»S«!|g 37% (228/599) mMfe. &£^m^Rm#l£ACLG(crn-like gene; 

PP3898, GenBank g^-^ AF258567, ^MBM 2000 4 H 24 B)M.—^Wi&} 
35 AlHMfflti^SS. *£i±%]&$jmm3zkm, CLG ^£#*Mt|J$!lAffF*g*BIJ3{i! SMMC-7721 

ffF^SBflfi SMMC-7721 jftK&tMJiglffilJii&tflltttllfft DNA e&«c$r«r3E9§, CLG 

B#2fe smmc-7721 *fflfl&/5BSij|#/]t0*fflMt:, #WfHlH , *taiJBBfi«j£-fc. 

"afiffl»IS«Jli^SBSa" , "CLG 19" , 5FD "PP3898 nj 



— 2 — 




WO 01/60855 PCT/CN01/00121 

zm^m. &*%iw*, "rfe&ft" a) &m&m 

Ttfj£f£fni5fcJl5L $P 0. 2XSSC, 0. 1%SDS, 60-Cs m (2) $&Zf$1m^3E&ffl, $n50%(v/v) 

wmm, o. i%/>^jflL^/o. 1% Ficon, WL(2)&&wi&f¥$\i^\B}ti{]fam&m'>?t 
5 95%iu±,m»ji 97%\2i±st ^i^^m^mmmm^sk^ seq id 

15 ^m^m, %M'> 30 ^«=ff». 50 -t8E=ff», 100 

^« : ffKBt±. eEKM-aRTffl^eEKwriife*^ pcr) »i£fnM^^ii clg 

10 w^ig^®. 

dna mmmjwisn&m. mm, m*mf&mtotoat&&*&& dna. 
clg ®afl«ii*^ dna ftm.i¥Ji}i ic £femmTMJjmw&: n mi^ dna #a 

S^@tfJ cDNA W#*^-fe«MW*ii«3IBW«#ailfi^A mRNA #»fifii!$Mfc, 

20 mnmrnrnw cdna mRNA ^Bt^ftM^, 1^^^^^^^ 

(Qiagene) . Mfag cDNA Jiiilff W^T)* (Sambrook, et al. , Molecular 

Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory. New York, 1989). 
&m%3m^k®;&$} cDNA 3cm, £nClontech£W|#j7F|BIcDNA ^fgiti&mM^M 

foment, BP««i>W*iii*«Hfcl63l£». 
25 RTffl^^r^S* cDNA #J¥*ffi&#:£BJft?jg@. »g2rft'BiS(©*HH 1 ): 

(l)DNA-DNA DNA-RNA 5&3t, (2) ^SSfitl^t&tllSE^^: (3) CLG m&mm 

30 ^SMi> is SE»^Mi> 30 <r-vmm. M*f so ^m^m, m&mw.'j> 

ioo >h«=ep». jh^k ajtfw-KftafltaE 2kb ##j&ankb £1*3. it^ffl^ 

WttSB DNA J?^!j^S6US5ai±^^^fi<J DNA fr&h *SWJ»S@* 

35 ^EJH^)*^^, CLG mm m&to mm >*®nim%.&^ 8.^1® Western 

Ep&ffi, SJtitJfcaE^ft. (ELISA)*?. 

jSffl PCR &7£jri# DNA/RNA #j3r?£(Saiki, et al. Science 1985;230:1350-1354) 

)£ (RACE-cDNA , /BT PCR fi?l5|i»Rr«lg«J5f ^JFW^SWW^J^ 
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®mmmmm&. dna wm&.ftmm=?, mnwzm^ iom 300 ^mmrt, &m 
TBzhT&m&mm&imm* ^m^m^m^EM-pm^Mm-m^i 1 boar 270+* 

mmff clg m&yjmuTmte&ffiwi&jmm, mm=FM&&mmrtiri clg m&vjmtfim 
a clg ^&m&£f&m^mTmmmf7ftm&&mm%mA clg m&yj&m&skft 

a clg m&mmiKfrmmffi&iiitofcw. ^m^mmumm^ a clg 
m&&j%iin,m?[U5A clg m&m^^mmmjjm, mmnwA clg m&mr'Ai, mm 




WO 01/60855 
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pi^mmmA clg mmmr^mm^o 

mw&^mT&ftftrtWft^-wwn&M%,&mm° &a clg m&nmm&MQ 
yLmfaw^^mmmmmmmm&mmm, mums, *La.mm) . -wit 
5 w^**ffl5»axiRjfu*p spdp, ^nm^^fc 

A CLG gfi^:£l^fC#Wffl^£0&/fc£/ ic (Kohler and Milstein. Nature, 1975, 
10 256:495-497). ft AttJfeE** A$® WlT5EEIS'&»«''ft-*t# °Tffl ft&^lkr* 
(Morrison et al , PNAS, 1985, 81 : 6851) . M B W 6tJ ifi# ffj S * (U. S. Pat 

No. 4946778) fe^rfflT^RA CLG SfiW^aEStff. 

£#WMta£jfcj$ni5SE#. want. ^xtACLGse^attT^ia. 
15 *^w^s^s«^^s9A clg m&7k s F&}®%i&.&-x&. &mT&&&*mi& 

clg ga&^im^Rr^ clg m&ft&mm&i&mftftfT. &®m?jm, clg 
w^sft^KRTfli^M clg m&mm&^m&gimft&T clg s 

20 $H CLG g£| DNA ff?d^fl^X*«&**#ft&£W#J®r CLG g fi EKjfti£#?it. »f£«*fi 
» Southern Ep5&*£, Northern EpSS. JSft3*S!*J. &'«a#2fte«5fi£- TFMAMtt 

0S^E^P¥?iJ(Microarray)SE DNA (XU?* )±, fflT$HTr^R*SB 

MM#*ii^tff^lSHi^K. ffl CLG m&&&M3\W&ft RNA-JR£-»«fi£(RT-PCR)# 

25 ^rJtftRrtftacLGsew^i* 6 ^. 

clg geaBamsEibRnB^'&w clg is^^^i. clg se»$w»« 
^s-^iESK^M clg dna fffliffltkM^asg. m rai^ 

Rlffl BWfitjS^^H Southern Epj&y£, DNA J?JiJ#tfr. PCR ^J^fc3??£1&$!l2BE. 8 
*?\> *3EWRTlB95ift5eW*fe.. BifcJB Northern Western EpaEi* RffiJ^JIK 

30 

35 £&^&£#±. 

fSJWW£, «IBcDNA*i#PCR3l*J(ttifcl5-35bp), «T W^^ft^ 3fcfe#±. 

^ g 1 4& an a s a to & -t m m & r ± r * w x wl . 

#^Jfc^*frJ&&<JPCR£&}£, *#DNAS£tefm#»fe#tttt«;frfe. 



jag 
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15 



^(Pharmacia -^^DJIll mRNA. ffi pCMV-script TMXR cDNA XMfoMT&ffl^. (Seratagene 
-&l5])fag±i£ mRNA W cDNA^tJ?. fi*$5*iS&J3 MMLV-RT-Superscript II(GIBCO 

BRL) , 42V&ft . XL 10-Gold S%.mM, &*§T lxlO 6 cfu/^g cDNA 

ffl Qiagen 96 ZLW.ffiftLj&M&ffl^L, ScrSfciftfJ "ftftftMltiL DNA W.Jt^. DNA fP 

fil^WBtlljftfFJiiBa* 7721. lOOng DNA ffittffljg^HMUg . in 6nl H 2 OJ§flf, 

DNA # q° n * ft 0. 74^1 mmWR 9.3^1 ^EJtifrJSifc, fl^jB, MSfcS 10 ft 
It. 4Sf*;ta 150nl ftShmi&m, i&#;taA 3 ?L£4fc^ 96 ?L«fl«l 7721 37"C 
Jfcg 2 'hBt, ^?LSiO 50^1 ^jfiliStigyg, 37-C 24 /|nH*. ^?L& lOOjal 37"C 24 

'bBt, &it G418 lOOfil, 37*C 24-48 'Mtt, iiM^, G418 ifcJg^M 

M%mMi&ftmm%im& 50%^ 5p%w±), *jtm$nT«#r^. 

1 cDNA3£»»jftai|&(7721)^|»^1»» 



cDNA^M^ 








13& (H-t-s 


JO 


PP3898 (6P CLG) 


2 0 0 




33 


34 38 





X* cDNA *£|£3R/B3RJftfc^Jtii. ABI377 DNA g ^J»^{SC±«^^— 3§5£ 5O0bp 
■fcfffll, mm RACE cDNA J£ft. 



20 



25 



2: RACE &Wtn±-& cDNA j£^;ffl RT-PCR CLC S@ 

1. RACE cDNA 3£|& 

J$ PP3898 cDNA i&ftJJ^J^flr^afcSftSB ft'F^ '. Clontech £w) SMART RACE 

cDNA ri»«*«JA (Cat. No. K1811-1), ifttt»H#IHI*» (JOT* 2 ffiijO . fictt^^S 





$£^31^ 1( PP 3898-NB) 


«F^9I» 2(pp3898-B) 


PP3898 


5' TCATCCAGCCGGTCACTTGACTTGA 3* 


5 1 GCCACAGCTGGTAGTTGGACTTGGC 3' 



30 



35 



iIJ93l% mix(UPM) Long 5* CTAATACGACTCACTATAGGGCAAGCAGTGGTAACAACGCAGAGT3' 

*^jIJS3I^(WJP) 5* AAGCAGTGGTAACAACGCAGAGT 3' 

pp3898-NB 5* TCATCCAGCCGGTCACTTGACTTGA 3' 

pp3898-B 5* GCCACAGCTGGTAGTTGGACTTGCC 3* 



A. 
JUL 



fflAS&fiffl^R mRNA £c Clontech SMART RACE cDNA tT*&&M 

(Cat#l8ll-l)iftBJ1S^^ cDNA.M/5#»JW UPM 3l^;fnSH##&tJ pp3898-B Sl^itfi 1 
PCR, #UlNUP ^l^?fP*@#^^ p P 3898-NB 5l««lr*— *& PCR, £E#S@>t- 

fiS^iOT: 94-C 15K4> — ^h^Jf; 94°C 30 £K 72'C 4#S+, 5^tf**; 
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GTCAACCCCG AGGAGATCCA GCTGGGCGAG GACGAGGACG AGGACGAGAT GGACCTGGAG 2520 

CCCAACGAGG TTCGGCTGGA GCAGCAGAGC GTGCCAGCCG CAGTGTTTGG GAGCCTGAAG 2580 

GAAGACTGAC CCGTCCCTCC CCCCTCCCCA CCCCCTCCCC AATACAGCTA CGTTTGTAAA 2640 

AAAAAAAAAA AAAAAAAAA 2659 

5 

B: SCSttJFfll (SEQ ID NO: 2) -fcjft: 855 

1 MVVMARLSRP ERPDLVFEEE DLPYEEEIMR NQFSVKCWLR YIEFKQGAPK 

51 PRLNQLYERA LKLLPCSYKL WYRYLKARRA QVKHRCVTDP AYEDVNNCHE 

101 RAFVFMHKMP RLWLDYCQFL MDQGRVTHTR RTFDRALRAL PITQHSRIWP 

10 151 LYLRFLRSHP LPETAVRGYR RFLKLSPESA EEYIEYLKSS DRLDEAAQRL 

201 ATWNDERFV SKAGKSNYQL WHELCDLISQ NPDKVQSLNV DAIIRGGLTR 

251 FTDQLGKLWC SLADYYIRSG HFEKARDVYE EAIRTVMTVR DFTQVFDSYA 

301 QFEESMIAAK METASELGRE EEDDVDLELR LARFEQLISR RPLLLNSVLL 

351 RQNPHHVHEW HKRVALHQGR PREI INTYTE AVQTVDPFKA TGKPHTLWVA 

15 401 FAKFYEDNGQ LDDARVILEK ATKVNFKQVD DLASVWCQCG ELELRHENYD 

451 EALRLLRKAT ALPARRAEYF DGSEPVQNRV YKSLKVWSML ADLEESLGTF 

501 QSTKAVYDRI LDLRIATPQI VINYAMFLEE HKYFEESFKA YERG1SLFKW 

551 PNVSDIWSTY LTKFIARYGG RKLERARDLF EQALDGCPPK YAKTLYLLYA 

601 QLEEEWGLAR HAMAVYERAT RAVEPAOQYD MFNIYIKRAA EIYGVTHTRG 

20 651 IYQKAIEVLS DEHAREMCLR FADMECKLGE IDRARAIYSF CSQICDPRTT 

701 GAFWQTWKDF EVRHGNEDTI KEMLRIRRSV QATYNTQVNF MASQMLKVSG 

751 SATGTVSDLA PGQSGMDDMK LLEQRAEQLA AEAERDQPLR AQSKILFVRS 

801 DASREELAEL AQQVNPEEIQ LGEDEDEDEM DLEPNEVRLE QQSVPAAVFG 

851 SLKED 



25 



C. ^fKSIli^ff?'J: (SEQ ID NO: 3) CLG(BP PP3898) 

22 ATG **lHS5^: 2589 TGA SSJffi^T*: 100004.44 



30 



35 



40 



45 



50 



55 



60 



65 



1 


GGT 


ACC 


TGG 


GCA TCC 


AGA 


AAA ATG 


GTG GTG ATG 


GCG 


CGA 


CTC 


TCG 


CGG 


48 


1 












Met 


Val Val Met 


Ala 


Arg 


Leu 


Ser 


Arg 


9 


49 


CCC 


GAG 


CGG 


CCG GAC 


CTT 


GTC TTC 


GAG GAA GAG 


GAC 


CTC 


CCC 


TAT 


GAG 


96 


10 


Pro 


Glu 


Arg 


Pro Asp 


Leu 


Val Phe 


Glu Glu Glu 


Asp 


Leu 


Pro 


Tyr 


Glu 


25 


97 


GAG 


GAA 


ATC 


ATG CGG 


AAC 


CAA TTC 


TCT GTC AAA 


TGC 


TGG 


CTT 


CGC 


TAC 


144 


26 


Glu 


Glu 


lie 


Met Arg 


Asn 


Gin Phe 


Ser Val Lys 


Cys 


Trp 


Leu 


Arg 


Tyr 


41 


145 


ATC 


GAG 


TTC 


AAA CAG 


GGC 


GCC CCG 


AAG CCC AGG 


CTC 


AAT 


CAG 


CTA 


TAC 


192 


42 


lie 


Glu 


Phe 


Lys Gin 


Gly 


Ala Pro 


Lys Pro Arg 


Leu 


Asn 


Gin 


Leu 


Tyr 


57 


193 


GAG 


CGG 


GCA 


CTC AAG 


CTG 


CTG CCC 


TGC AGC TAC 


AAA 


CTC 


TGG 


TAC 


CGA 


240 


58 


Glu 


Arg 


Ala 


Leu Lys 


Leu 


Leu Pro 


Cys Ser Tyr 


Lys 


Leu 


Trp 


Tyr 


Arg 


73 


241 


TAC 


CTG 


AAG 


GCG CGT 


CGG 


GCA CAG 


GTG AAG CAT 


CGC 


TGT 


GTG 


ACC 


GAC 


288 


74 


Tyr 


Leu 


Lys 


Ala Arg 


Arg 


Ala Gin 


Val Lys His 


Arg 


Cys 


Val 


Thr 


Asp 


89 


289 


CCT 


GCC 


TAT 


GAA GAT 


GTC 


AAC AAC 


TGT CAT GAG 


AGG 


GCC 


TTT 


GTG 


TTC 


336 


90 


Pro 


Ala 


Tyr 


Glu Asp 


Val 


Asn Asn 


Cys His Glu 


Arg 


Ala 


Phe 


Val 


Phe 


105 


337 


ATG 


CAC 


AAG 


ATG CCT 


CGT 


CTG TGG 


CTA GAT TAC 


TGC 


CAG 


TTC 


CTC 


ATG 


384 


106 


Met 


His 


Lys 


Met Pro 


Arg 


Leu Trp 


Leu Asp Tyr 


Cys 


Gin 


Phe 


Leu 


Met 


121 


385 


GAC 


CAG 


GGG 


CGC GTC 


ACA 


CAC ACC 


CGC CGC ACC 


TTC 


GAC 


CGT 


GCC 


CTC 


432 


122 


Asp 


Gin 


Gly 


Arg Val 


Thr 


His Thr 


Arg Arg Thr 


Phe 


Asp 


Arg 


Ala 


Leu 


137 


433 


CGG 


GCA 


CTG 


CCC ATC 


ACG 


CAG CAC 


TCT CGA ATT 


TGG 


CCC 


CTG 


TAT 


CTG 


480 


138 


Arg 


Ala 


Leu 


Pro He 


Thr 


Gin His 


Ser Arg He 


Trp 


Pro 


Leu 


Tyr 


Leu 


153 


481 


CGC 


TTC 


CTG 


CGC TCA 


CAC 


CCA CTG 


CCT GAG ACA 


GCT 


GTG 


CGA 


GGC 


TAT 


528 


154 


Arg 


Phe 


Leu 


Arg Ser 


His 


Pro Leu 


Pro Glu Thr 


Ala 


Val 


Arg 


Gly 


Tyr 


169 


529 


CGG 


CGC 


TTC 


CTC AAG 


CTG 


AGT CCT 


GAG AGT GCA 


GAG 


GAG 


TAC 


ATT 


GAG 


576 


170 


Arg 


Arg 


Phe 


Leu Lys 


Leu 


Ser Pro 


Glu Ser Ala 


Glu 


Glu 


Tyr 


He 


Glu 


185 


577 


TAC 


CTC 


AAG 


TCA AGT 


GAC 


CGG CTG 


GAT GAG GCC 


GCC 


CAG 


CGC 


CTG 


GCC 


624 


186 


Tyr 


Leu 


Lys 


Ser Ser 


Asp 


Arg Leu 


Asp Glu Ala 


Ala 


Gin 


Arg 


Leu 


Ala 


201 
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15 



20 



25 



30 



35 



40 



45 



50 



586 


Gly 


Cys Pro 


Pro 


Lys Tyr Ala Lys Thr Leu Tyr 


Leu 


Leu 


Tyr Ala Gin 


601 


1825 


CTG 


GAG GAG 


GAG 


TGG GGC CTG GCC CGG CAT GCC 


ATG 


GCC 


GTG TAC GAG 


1872 


602 


Leu 


Glu Glu 


Glu 


Trp Gly Leu Ala Arg His Ala 


Met 


Ala 


Val Tyr Glu 


617 


1873 


CGT 


GCC ACC 


AGG 


GCC GTG GAG CCC GCC CAG CAG 


TAT 


GAC 


ATG TTC AAC 


1920 


618 


Arg 


Ala Thr 


Arg 


Ala Val Glu Pro Ala Gin Gin 


Tyr 


Asp 


Met Phe Asn 


633 


1921 


ATC 


TAC ATC 


AAG 


CGG GCG GCC GAG ATC TAT GGG 


GTC 


ACC 


CAC ACC CGC 


1968 


634 


lie 


Tyr He 


Lys 


Arg Ala Ala Glu lie Tyr Gly 


Val 


Thr 


His Thr Arg 


649 


1969 


GGC 


ATC TAC 


CAG 


AAG GCC ATT GAG GTG CTG TCG 


GAC 


GAG 


CAC GCG CGT 


2016 


650 


Gly 


lie Tyr 


Gin 


Lys Ala lie Glu Val Leu Ser 


Asp 


Glu 


His Ala Arg 


665 


2017 


GAG 


ATG TGC 


CTG 


CGG TTT GCA GAC ATG GAG TGC 


AAG 


CTC 


GGG GAG ATT 


2064 


666 


Glu 


Met Cys 


Leu 


Arg Phe Ala Asp Met Glu Cys 


Lys 


Leu 


Gly Clu He 


681 


2065 


GAC 


CGC GCC 


CGG 


GCC ATC TAC AGC TTC TGC TCC 


CAG 


ATC 


TGT GAC CCC 


2112 


682 


Asp 


Arg Ala 


Arg 


Ala lie Tyr Ser Phe Cys Ser 


Gin 


He 


Cys Asp Pro 


697 


2113 


CGG 


ACG ACC 


GGC 


GCG TTC TGG CAG ACG TGG AAG 


GAC 


TTT 


GAG GTC CGG 


2160 


698 


Arg 


Thr Thr 


Gly 


Ala Phe Trp Gin Thr Trp Lys 


Asp 


Phe 


Glu Val Arg 


713 


2161 


CAT 


GGC AAT 


GAG 


GAC ACC ATC AAG GAA ATG CTG 


CGT 


ATC 


CGG CGC AGC 


2208 


714 


His 


Gly Asn 


Glu 


Asp Thr He Lys Glu Met Leu 


Arg 


He 


Arg Arg Ser 


729 


2209 


GTG 


CAG GCC 


ACG 


TAC AAC ACG CAG GTC AAC TTC 


ATG 


GCC 


TCG CAG ATG 


2256 


730 


Val 


Gin Ala 


Thr 


Tyr Asn Thr Gin Val Asn Phe 


Met 


Ala 


Ser Gin Met 


745 


2257 


CTC 


AAG GTC 


TCG 


GGC AGT GCC ACG GGC ACC GTG 


TCT 


GAC 


CTG GCC CCT 


2304 


746 


Leu 


Lys Val 


Ser 


Gly Ser Ala Thr Gly Thr Val 


Ser 


Asp 


Leu Ala Pro 


761 


2305 


GGG 


CAG AGT 


GGC 


ATG GAC GAC ATG AAG CTG CTG 


GAA 


CAG 


CGG GCA GAG 


2352 


762 


Gly 


Gin Ser 


Gly 


Met Asp Asp Met Lys Leu Leu 


Glu 


Gin 


Arg Ala Glu 


777 


2353 


CAG 


CTG GCG 


GCT 


GAG GCG GAG CGT GAC CAG CCC 


TTG 


CGC 


GCC CAG AGC 


2400 


778 


Gin 


Leu Ala 


Ala 


Glu Ala Glu Arg Asp Gin Pro 


Leu 


Arg 


Ala Gin Ser 


793 


2401 


AAG 


ATC CTG 


TTC 


GTG AGG AGT GAC GCC TCC CGG 


GAG 


GAG 


CTG GCA GAG 


2448 


794 


Lys 


He Leu 


Phe 


Val Arg Ser Asp Ala Ser Arg 


Glu 


Glu 


Leu Ala Glu 


809 


2449 


CTG 


GCA CAG 


CAG 


GTC AAC CCC GAG GAG ATC CAG 


CTG 


GGC 


GAG GAC GAG 


2496 


810 


Leu 


Ala Gin 


Gin 


Val Asn Pro Glu Glu He Gin 


Leu 


Gly 


Glu Asp Glu 


825 


2497 


GAC 


GAG GAC 


GAG 


ATG GAC CTG GAG CCC AAC GAG 


GTT 


CGG 


CTG GAG CAG 


2544 


826 


Asp 


Glu Asp 


Glu 


Met Asp Leu Glu Pro Asn Glu 


Val 


Arg 


Leu Glu Gin 


841 


2545 


CAG 


AGC GTG 


CCA 


GCC GCA GTG TTT GGG AGC CTG 


AAG 


GAA 


GAC TGA CCC 


2592 


842 


Gin 


Ser Val 


Pro 


Ala Ala Val Phe Gly Ser Leu 


Lys 


Glu 


Asp *** 


856 


2593 


GTC 


CCT CCC 


CCC 


TCC CCA CCC CCT CCC CAA TAC 


AGC 


TAC 


GTT TGT AAA 


2640 


2641 


AAA 


AAA AAA 


AAA 


AAA AAA. A 
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55 mm Blast n clg mn.mmi¥?m ft mm&ftVr, nm^mm^ m&ftmM 
ifiMmmmyz&M&MJgfflM ^ m m ft m mmmM &m a (crooked neck, emit 
4i%(i57/375)&tj[si^ts, ^m^mmmmmnmmM^ ee% (557/837) &}F\m&, 5 
&mtfimMmm&ftig;& : n 37% (228/599) ft i^^. 



60 Query = CLG Sbjct = cm G 

> cm -RlS. = 702 

#{t = 69.9 bits (168), BBt-fiS = 6e~ll 

ffiHit = 88/375 (23%), = 157/375 (41%), f&P= 33/375 (8%) 



— 14— 



WO 01/60855 



PCT/CN01/00121 



Query: 498 GTFQSTKAVYDR I LDLRI ATPQI V INYAMFLEEHK YFEESFKAYERG I S LFKWPNVSD I W 557 

GT +S + YYD++++LR+A+PQ+++NYAMFLEE++YFE +F+AYE+GI+LFKWP V DIW 
Sbjct: 502 GTVESCRKVYDKM I ELRV ASPQMIMNYAMFLEENEYFELAFQAYEKG I ALFKWPG VFD I W 561 

5 Query: 558 STYLTKFIARYGGRKLHIARDLFEQALDGCPPKYAKTLYLLYAQL£EEWGLARHAMAVYE 617 

+TYL KFI RYGG+KLERARDLFEQ L+ GPP +AK ++LLYA+LEEE GLARHA+++Y 
Sbjct: 562 NTYLVKFIKRYGGKKLERARDLFEQCLENCPPTHAKYIFLLYAKLEEEHGLARHALSIYN 621 

Query: 618 RATRAVEPAQQYDMFW YIKRAAEI YG VTHTRG IYQKAIEVLSDEHAREMCLRFADMECK 677 
10 RA V+ A + M+NIYIK+ E+YG+ R I+++AI L ++ +R M LR+A +E 

Sbjct: 622 RA(^GVDRADMHSMYNI YIKKVQEMYG I AQCRP IFERAISELPEDKSRAMSLRYAQLETT 681 

Query: 678 LGE I DRARAI YSFCSQ I CDPRTTGAFWQTWKDFEVRHGNEDT IKEMLRI RRS VQATYNTQ 737 
+GEIDRARAIY+ ++I DP+ FW TWK+FEV HGNE T+++MLR+RRSV+A+YN 
15 Sbjct: 682 VGE I DRARA I YAHAAE I SDPKVHVKFWDTWKNFEVAHGNEATVRDMLRVRRS VEAS YNVN 741 

Query: 738 VNFMASQM-LKVSGSATGTVSDlJ^GQSGMDDMKXXXXXXXXXXmXXDQPLRAQSKIL 796 

V+QM+ AT+PS+D+ Q +I 

Sbjct: 742 VTLTSVQMRVDAERKAQETTTSSNPMDS-LDQQQQQPSDGAGS I T QVSMNKGNIS 795 



20 



45 



Query: 797 FVRSDASREELAELAQQVNPEEIQLGXXXXXXXXXXXXXXVRLEQQSVPAAVFGSLK 853 

FVR + + NP+EI L + + + VPA +FG+LK 

Sbjct: 796 FVRGAG KTVQQNTTENPDEIDLDEDDDDEEDDGGDADISV— KVVPAQIFGNLK 847 



25 Query = CLG Sbjct = m^MailJ3fi^ffi^SS& (Mm 

> m&nm»nmm»m& -ks = 674 

#{& = 78.4 bits (190), KtHI = le-13 

*BPH£ = 125/599 (20%), *B-teH4 = 228/599 (37%), fiftP= 115/599 (19%) 

30 Query: 24 YEEEIMRNQFSVKCWLRYIEFKQGAPK-PRLNQLYERALKLLPCSYKLWYRYLKARRAQV 82 

+E+ I RN+ ++ W+RY +++ + R ++ERAL + LW +Y++ ++ 
Sbjct: 59 FEDA I RRNRLAMGHWMRYGQWELDQKEFAR ARS VFERALDVDSTY I PLWLKY I EC EM 115 

Query: 83 KHRCVTDPAYEDVNNCHERAFVFMHKMP 142 
35 K+R + N +RA ' + ++ +LW Y G +T R+ F+R L+ P 

Sbjct: 116 KNRNINH ARNLFDRAVTQLPRVDKLWYKYVYMEEMLGNITGCRQVFERWLKWEP- 169 

Query: 143 TQHSRIWPLYLRFLRSHPLPETAVRGYRRFLKLSPESAEEYIEYLKSSDRLDEAAQRLAT 202 

W Y+R R + E A Y RF+ + PE ++ + + + AA 
40 Sbjct: 170 — DENCWMS Y IRMERR YHENERARG I YERFYWHPE-VTNWLR WARFEEECGNAA 221 

Query: 203 VVNDERFVSKAGKSNYQLWHELCDLISQNPDKVQSLNVDA I IRGGLTRFTDQLGKLWCSL 262 

N +V +DA+ + L + + + 

Sbjct: 222 NVRQV YLAA I DALGQEFLNE RFFIAF 247 



Query: 263 ADYYIRSGHFEKARDVYEEAIRTVMTVRDFTQVFDSYAQFEESMIAAKMETASXXXXXXX 322 

A + IR +E+AR +++ AI M +++ Y FE+ 
Sbjct: 248 AKFEIRQKEYERARTIFKYAI -DFMPRSKSMELYKEYTHFEKQF : 290 



50 Query: 323 XXXXXXXXXXXFEQL I SRRPLLLNS VLLRQNPHHVHEWHKR VALHQ— GRPRE 1 1 NTYTE 380 

E + + L LL+ +P+ W +L+G I TY + 
Sbjct: 291 GDHLGYESTVLDKRRLQYEKLLKDSPYDYDTWLDLLKLEES AGDI NT I RETYEK 344 

Query: 381 AVQTVDPF KATGKPHTLWVAFAKFYE-DNGQLDDARV I LEKATKVNFKQVDDLASVW 436 

55 A+ V A +'+»++ FED +OAR + ++AK+ + A +W 

Sbjct: 345 AIAKVPEWEKNAHRRYVYIffLNYCLFEEI DVKDVDRARKVYQEALKLI PHKKFTFAKLW 404 

Query: 437 CQCGELELRHENYDEALRLLRKATAL PARRAEYFDGSEPVQN RVY 481 

ELR DA + L+A + P Y + + ++ R+ 
60 Sbjct: 405 LMYAMFELRQRKIDVARKTLGRALGMCPKPKLFRGYIEFEDAIKQFDRCRILYEKWILYD 464 

Query: 482 -KSLK V WSMLADLEESLGTFQSTKA VYDR I LDLR I -ATPQI V I N- YAMFLEEHKYFEESF 538 

++ W A LE LG +A+Y+ ++ I TP++V Y F E + ++ 
Sbjct: 465 PEACAP1TLG YAALETKLGDSDRARALYNLAVNQP I LETPELVWKA Y I DFEFEEME YGKAR 524 

65 
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mm®*: CLG tfAffFft39i&4U&7g/ft (Colony Formation) fafflfflftm 
RT-PCR Win&J'£7uMWim&.&} CLG S@ (^flfiW 2), AdvanTAge™ PCR Cloning 

TSt^J^-CClontech, Cat8: K1901-1) pT-Adv (Clontech) , £*)5 EcoR I 

Script(Stratagene, CatS: 212220) , W&M%k pCMV-Script/CLG, ffl Qiagen M^ttJI 

mm DNA flmifcfflo 
JR 5fig CLG DNA (^#3) pCMV-Script) , iP^JfiLrt^ift'feitft DMEM 3] 600pl, 
£&XtflU8$lt# milli-Q-zMS#M*i DNA„ ^fll 25^1 J!gj!# Lipofectaroine (GIBCO 
10 BRL), iP5EJlll»t/t^*W DMEM S 600^x1, #±&M# DNA *P flt fe^^J. 
^jSSStS 30-45 #fct>, SiH A^ifiL7lt^in;£ft&-J DMEM 1800^1, &&m%!3mlo ft 3ml 
2SJft*^-4»lP A^-lfe^ 6cm ig^JEtfj SMMC-7721 ^J®* (l-2xl0 5 4Hflfs! / ^Jg#m) , 37 
r##6*B*JB,'lfeJB±JS#JK. 24/jMttJg, ??&fflG418Btj£^$E, ^W^3E^tB5a 
^S* (crystal violet) Jftfe. 3E§§|if fefcj^Sggfc S . 
15 *£JflM^, CLG cDNA $f |£ SMMC-7721 *fflfl&liBS¥fflJ$!l^3r7£/«. CLG Js 

SMMC-7721 *SJ]fLR7£j£ 3 ^^fcig, SMMC-7721 56 >HfcS£. CLG 

S@*MJJT?IlfflJi& SMMC-7721 '£#*rW9!SW«l*if1UB (@ 2A *B 2B) . 

&S£#9 7: (&G££B&ttMftj&tt&3^fft:&IB 

20 iiii^M^'j effiisiw^rfe, ffl clg mm mmAntmm m smmc-772i, &j§ft$$*fcsi 

3 SMMC-7721 *fflJJ&/£®^i&^ 











■ (g) 










1 


2 


3 


4 


5 


6 






0. 24 


0. 11 


0. 15 


0. 16 


0. 12 


0. 18 


0. 16 P<0. 05 


CLG 


0. 14 


0. 07 


0.01 


0. 03 


0. 10 


0. 07 


0. 07 



25 

6'H£l&*l!l&lt CLG StffeM SMMC-7721 gBl&jg. T^flW^ 
±&^m^ 0. 07 %, m 6 SMMC-7721 ffllfi g£XiNS£0r7&rifc«lMA 0. 16 j£, 

S¥*&^»*XtW#*^4fTTtelfe, -#fs]WS^ttM#, p<0.05, W30^^J5O%. 

CLG $£3fc&>) SMMC-7721 M ffi., &&&§&f5Mj$.&jfHmi&&k, fE5*l«Ut. ffl Tunel 

30 sa^f^-tjua^ss (Roche Am, ^jB,M*feWPHttwt:aifla. •*+ffi*f?E*trtwja 
«^witwt:aia(ffl 3AM^), ^5tc*F?EERrja«^w«it:amfi(S 3Bj&f^). 
-8pTcj^«Kfl«ifiR»ffl^fliw^. RNABifp^aiiK w dM#im.mm$iik, so-c 

?8tt2<Mtt, *&M»ai«2tf:, Sflti^iS DNA. i.5%ttJtt*gEJR&&jMfr. ^IJJi^W 

DNA^r^o ^ CLG ^-fe^HfitJ SMMC-7721 aiJJfi^WW®^ DNA ^1.5%SS 
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ft m & & 

10 ^iPttMK^SWJfiW^WR, «£«#»«*9tt£fl*:MrSEQID 

NO:2«lSC£KJ?fl|. 

SEQIDNO:3^B22-2258^WIS^I20?U, °Kl-2659{i±-K:0^J. 

20 (b)^##4» + ^WtiJAWACLGfifiSftW#HJfc. 
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IPC 7 C07K14/47, C12N15/12, C12N15/63 



B. 



IPC 7 C07K14/47, C12N15/12, C12N15/63 



GenBank, EPOQUE, BA, MEDLINE 



ft- at* 



RNA, 1999, 5(8): 1042-54 , 
Genes Dev. 1991, 5(6): 1080-91 



1 - 10 



1 - 10 



□ "jaw«^«iiBfl=. 



12. 3 £ 2001(12.03.01) 



2 2. 3,5 2002(2 2.0 3.01) 



*H*3KiP*iSEH±«» 6 ^(100088) 
: 86-01 0-6201 9451 



* lg 9 H : 86-0 1 0-62093 8 84 



PCT/ISA/210 ^(H 2 ^X1992 1 B) 



